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in healthy rabbit chondrocytes timulated with inflammatory me- 
diators that are locally increased during osteoarthritis. 
Methods: Articular chondrocytes (AC) were obtained from the 
femur and tibia of healthy rabbits and cultured in DMEM. Qui- 
escent cells were stimulated with interleukin-1 (IL-1) I~ or tumor 
necrosis factor (TNF) ~. Where indicated, cells were preincubated 
with PGE2 synthesis inhibitors, such as meloxicam (MXC) or di- 
clofenac (DCF) for 60 min. NSAIDs were maintained uring the 
whole period of incubation. Total RNA was extracted from AC, 
and gene expression was studied by RT-PCR techniques. 
Results: IL-11~ induced a dose and time dependent increase in 
the gene expression of both EP1 and EP4 receptors, with a peak 
at 18 h of incubation (10 U/mL IL-I: EP1,7.24-1.3; EP4, 16.84-3.2 
fold vs. basal). However, TNF~ presence (5 to 100 ng/mL) did 
not induce a statistically significant modification of EP1 or EP4 
gene expression at any time studied (0 to 24 h of incubation). 
We also studied if PGE2 could play a role on the expression of 
EP receptors induced by IL-11~. Firstly, we studied COX-2 mRNA 
expression in AC incubated with IL-11~ or TNF~. IL-11~ induced a 
dose and time dependent increase in COX-2 expression in AC 
with a peak at 24 h of incubation (206 fold vs basal). TNF~ did 
not modify COX-2 expression at any time studied. AC were then 
preincubated with MXC or DCF in order to inhibit endogenous 
PGE2 synthesis in response to IL-1 I~ incubation. NSAID presence 
did not significantly modify EP1 or EP4 gene expression induced 
by IL-11~. 
Conclusions: Our results indicate that EP1 and EP4 PGE2 
receptors, and COX-2 are up-regulated in IL-11~-stimulated 
AC, while no significant modifications are observed in TNF~- 
stimulated cells. NSAIDs were unable to modify the expression 
of these mediators induced by IL-11~. Therefore, the increase in 
PGE2 synthesis induced by IL-11~ does not seem to mediate the 
increase in EP receptor expression in AC. 
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Introduction: Osteoarthritis (OA) is one of the most common 
causes of lameness in the horse. It is generally accepted that 
metabolic energy is required to initiate and sustain inflammation 
which is a closely integrated process in the progression of OA. 
Chondrocytes are highly metabolic and glycolytic cells that me- 
tabolize glucose as a primary substrate for ATP production. We 
and others have shown that glucose uptake into chondrocytes 
is a facilitative process that is accelerated by pro-inflammatory 
cytokines and is mediated by several facilitative hypoxia and 
cytokine-responsive glucose transporter (GLUT) isoforms. 
Aim of Study: We hypothesized that chondrocytes isolated 
from OA joints would exhibit increased glucose transport com- 
pared to chondrocytes from normal joints. In this study we mea- 
sured the specific uptake of non-metabolizable 2-deoxy-D-[2,6- 
3H] glucose into normal, cytokine stimulated and OA chondro- 
cytes and assessed the effects of meloxicam, a non-steroidal 
anti-inflammatory drug and preferential COX-2 inhibitor, on glu- 
cose uptake in normal and cytokine stimulated cells. 
Methods: Equine chondrocytes were isolated from normal and 
OA joints by collagenase digestion and grown in monolayer cul- 
ture with 4% fetal calf serum for no more than two passages. The 
uptake of 2-deoxyglucose into normal and OA chondrocytes from 
equine joints was compared with C20/A4 human chondrocyte- 
like cells. Glucose uptake experiments were also performed with 
equine chondrocytes timulated for 48 h with human recombinant 
tumor necrosis factor ~ (TNF-~, 10 ng/ml), human recombinant in- 
terleukin 11~ (IL-11~, 10 ng/ml), human recombinant oncostatin M 
(OSM, 10 ng/ml) 4- meloxicam (5 i~g/ml - physiological concen- 
tration). 
Results: The rate of glucose transport into chondrocytes isolated 
from OA joints was significantly higher than cells derived from 
normal joints and human C20/A4 chondrocyte-like cells (Fig. 1A). 
The pro-inflammatory c tokines TNF-~ and IL-1 I~ significantly in- 
creased bulk glucose uptake in equine articular chondrocytes 
(up to 325% and 318% respectively) but no alteration in glu- 
cose transport was seen with human recombinant OSM (Fig. 1 B). 
Treatment with meloxicam resulted in a modest decrease in glu- 
cose transport in TNF-~ and IL-11~ stimulated chondrocytes but 
no effect was seen with control and OSM treated cells (Fig. 1 B). 
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Conclusions: This study demonstrates that TNF-~ and IL-11~ 
stimulated chondrocytes and cells derived from OA joints trans- 
port increased quantities of glucose compared with OSM treated 
cells and cells from normal joints. The meloxicam data suggest 
that this drug also has the capacity to reduce glucose transport 
which is needed to sustain inflammation i  OA. 
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Aims: To elucidate the role of NO on the regulation of NF-KB 
activation in human osteoarthritic (OA) chondrocytes. 
Methods: Human condrocytes were isolated from the cartilage 
of the femoral condyles obtained from 13 OA patients undergoing 
